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10 ITopsaxy npoBeieHHs eKCIepTH3H
peecTpaliiiHuX MaTepiaiiB Ha JiKapchbki
3ac00u, 10 MOIAOTHCS Ha JIEpKABHY
peecTpaniio (epepeecTpario), a TaKoK
CKCIIEPTH3H MaTepiajiB PO BHECEHHS
3MiH JI0 peecTpaliifHux Marepiasiin
IPOTATOM JIil peecTpariiinoro
MOCBITYEHHSI

(myHkt 4 po3miny V)

3BIT

PO JOKJIIHIYHI JOCTiIKeHHS

1. Ha3ga nikapcbkoro 3aco0y (3a
HasgBHOCTI - HOMEp peecTpaniinoro
[IOCBI/TYCHHS ):

TETAHYC I'AMMA 500 MO/2 man
TETAHYC TAMMA 250 MO/1 mn

1) Tn J1iKapcHKOTO 3ac00y, 3a AKHM
[IpoBOJIUacs adbo MIanyeThes
peecTpartist

Jlixapebkuif 3aci6 3a MOBHUM J10Che (ABTOHOMHE
Aocke). Menunuil imynoGionoriunuii npenapar.
Binoma nitoua peuosuna.

(nikapevkuil  3acib,  sKuil - 3aKYROSYEMBCS  0COBOI0,
YROGHOGAICeHOI0  HA  30iUcCHenHs  3aKkynieens y  cghepi
OXOPOHU 300P0O6 S, He3aNedcHo 6id Kpainu eupodnuxa)
(mynxm 10.5 pozoiny V Iopsaoky nposedenns excnepmusu
peccmpayiiinux  vamepianie Ha nikapewbki  zacobu, wo
HOO@IOMbCS Ha DepoicasHy peecmpayiio (nepepeccmpayiio),
a MAaKodic excnepmusu Mamepianie npo enecenus min 0o
peecmpayiiunux mamepianie npomszom il peccmpayiiinozo
noceiouenns, sameepodcenozo Haxazom Minicmepemsa
oxoponu 300pos's Vrpainu 6io 26.08.2005 Ne 426 (3i
sminami))

2) IpoBeIeH] JOCIIJKEHHS

O Tak W Hi AKINO Hi, 00IPYHTYBaTH

2. Mapmakosioris:

[IpoTunpapiesnii iMyHOTI00YIIiH TpeICTaBIsE OGO
HPOAYKT [PHPOJHOTO IOXOKCHHS, SIKHH ITOHAJ
30 pokiB 3aCTOCOBYIOTh Y MEUUHIN [PAKTHLI 3 METOKO
nacuBHOI iMyHonpogimaktuku. Moro 6Gesmexka Ta
eeKTUBHICTE OYyIH JOBENEHI KIHIYHHM HOCBiIOM
3aCTOCYBaHHA y ojiell. 3a Takux oOCTarRuUH
JOCII/ZKEHHS y TBAPUH HE BBAYKAIOTBHCS JOLIIBHHMH,
OCKUIbKH OTPUMaHi pe3y/ibTaTH He pO3LIMPSATH JaHi
o0 Oe3MeYHOro Ta PalioHATBLHOrO 3aCTOCYBAHHS
JKapehKoro 3aco0y, sKi IMiATBEPKEHI KIIHIYHHM
JIOCB1JIOM 3aCTOCYBaHH4.

1) nepBunna papmakoaunamika

JIuB. BHLIE

2) Bropunna GapMakoauHaMika

JugB. BumIe




3) papmaxormoris Gesnexu JIuB. Buile

4) papmakoruHAMIYHI B3aeMOIi] JuB. Bumme

3. PapMakOKIHETHKA!

Ockinpku Teranyc I'amma € GinkoMm moAuHH, JAOCHIpKEHHS (APMAKOKIHETHKH Y TBApuUH HE
nouinbHi. Kniniyny ¢apmakokineruky jikapebkoro zacody Teranyc [amma Docmimkysamm y
KIIHIYHOMY BHIPOOYBaHHI, JiaHi 100 SKOTO NpPHBEIEHI Ta OMIHEHi y 3BiTI mpo KiiHiuHe
BUIIPOOYBAHHS.

1) aHamiTHYHI METOIHMKH Ta 3BiTH JluB. BHIIE
110710 TX BasIiarii

2) BCMOKTYBaHHS Jlus. Bue
3) po3nojii JluB. BHIIE
4) meTaboumi3zm JluB. BuIE
5) BUBEICHHS JluB. BHIIE
6) papMaKOKIHETHYHI B3aEMO,Ii1 JluB. BuIIEe
(TOKITiHIYHI)

7) iHmi papmakoKiHeTHYHI JluB. BHIIE
UTOCITITKEHH S

4. Toxcukomoris:;

[MyHOrIOOYIIH [POTHIPABIEBHl MOMUHA € (i3i0J0rIYHOI CKIAZOBOIO OPraHi3My JIHOMHH.
JlocIKEH S TOKCHYHOCTI IIPH OHOPA30BOMY BBE/ICHH] Y TBAPHH HE € IPUIHSITHUMH, OCKIIbKH
BHIl JO3H CIPUYUHSIOTE IIepeBaHTaKeHHs. JIOCHIIKEHHS TOKCHYHOCTI IpH IIOBTOPHHX
(bararopasoBux) BBeJEHHAX Ta JOCIHIKCHHS eMOpioHaIBHOT/(PeTanbHOi TOKCHYHOCTI He €
MOMIMBHMH Y€pe3 1HJIyKIII0 aHTUTIN Ta iHtepdepeniiio 3 aHtuTinamu. BpaxoByrooun naHi
KITIHIYHOTO JI0CBiJLY, IPOBEICHHS eKCIIEPHMEHTAIBHUX J0CIiKEHB, 30KPEMa, Y TeTEPOIIOT YHHX
BU/IIB, HE BBAXKACTHCs HeoOXiHuM. Teranyc 'amma monas 30 pokie 3acTOCORYEThCS y KITiHiUHii
[pakTuili i #Horo gofpa mnepeHocHMicTh y Jmomell IMiATBEpMKEHA KIIHIYHAM JIOCBiZIOM
sacrocyBanns. KpiM Toro, KiiHiUHHI TOCBiA 3acTOCYBaHHsA IMyHOrIOBYJTIHIB CBiTUNTE MO Te,
[0 He nependavacThes IIKIUIMBOTO BIUIMBY Ha Iepedir BariTHOCTI, JaKTamiio, IUijg Ta
HOBOHAPO/PKEHOT0. CTOCOBHO FeHOTOKCHYHOCTI, OCKUIBKH J[i0Ya PEUOBHHA JTIKAPCHKOT0 3ac00y
€ OLIKOM JIIOJIMHH, CTAHJAPTHI TECTH 3 FTeHOTOKCHYHOCTI HE € 3aCTOCOBHHMH.

1) TOKCHYHICTD y pasi 0JIHOPa30BOrO JluB. Buie
BBE/ICHHS

2) TOKCHYHICTB Y pa3i MOBTOPHHX JlugB. BuIIE
BBE/ICHB




TOKCHYHOCTI:

3) FeHOTOKCHYHICTD: JIuB. BHIIC
in vitro

in vivo (BKJIIOYAKOUH JI0JJATKOBY JuB. BUIIE
OLIHKY 3 TOKCHKOKIHETHKH)

4) KaHLEPOTeHHICTE: JuB. BuIIlE
JTOBrOCTPOKORBI JOCITIDKSHHS JluB. BHIIEC
KOPOTKOCTPOKOBI JOCIIKESHHS JIuB. BHIIIE
a0 JOCTiMKEHH CepeIHbOT

TPUBAIIOCTI

JIOJIATKOB] JIOCIIJBKEHHSI JIuB. BHIIE
5) penpoayKTHBHA TOKCHYHICTE Ta JIuB. Bule
TOKCHYHHH BIIUB Ha PO3BHTOK

MOTOMCTBA:

BIUIMB Ha (DEPTHIIBHICTD 1 paHHiit JluB. BuIIE
eMOpiOHAIBHUI PO3BHTOK

eMOPIOTOKCHYHICTh Jlug. BHIIIE
IpeHaTajIbHa 1 MOCTHATAIbHA JluB. Buie
TOKCHYHICTE

UTOCITIKEHHS, [IPH SIKUX [Ipenapar JluB. Bulle
VBOJIUTHLCS IOTOMCTBY

(HecTaTeBO3PLIMM TBApHHAM) Ta/abo

OLIHIOETHCS Bijyianena Jiis

6) MicIIeBa MEPEHOCHMICTE JIMB. BHIIE
7) 1OJIATKOBI JIOCTIIKEHHS JluB. BHIIE

AHTUIEHHICTh (YTBOPEHHSI aHTHTLI)

He nposomuimm: Teranyc [Namma 3acTocoByrOTH Y
kiiniyHiit opakruni nonax 30 pokie; Horo aoGpa
MEPEHOCUMICTh Yy JIFOJIEH NiJTBep/IKeHAa KITiHIYHHAM
JIOCBIJIOM.

IMYHOTOKCHUHICTE

He npopomuma: Teranyc ['amma 3acTOCOBYIOTH Y
KJAiHIYHIA npakTani noHan 30 pokis; #oro mgobpa
MEePEHOCUMICTL Yy JIIOJICH MIATBEp/UKCHA KIHIYHHM
JTOCBIZIOM.




IOCITIKEHHST MEeXaHI3MIB JIii He 3acrocoBHO: ¢iziosorivna ckiagoBa Opramizmy

JIIO/IMHH.
ITIKapchKa 3aJIe)KHICTh He 3acrocoBHO
TOKCUYHICTL MeTa0OIIiTiB He nposojmmm: Teramyc ['amma 3acTocoByioThH Y

KIIHIYHIA npaktuni monax 30 pokie; Horo jobpa
IEPEHOCHMICTh Y JIIOACH MiATBEp/KEHA KIIIHIYHHM
JIOCBIJTOM.

TOKCHYHICTb JIOMIIIIOK ConbBeHT-/IeTEpreHTHUH MEeTOJ iHaKTHBAIll BipyciB
BKJIIOUae 3acTocyBaHHsl TpH-n-Oytundocdara (TnBP)
1 HATPIIO XOJIary.

Ili 1gBa KOMIOHEHTH MPHUCYTHI Yy TOTOBOMY
MKapchKOMYy 3aco0i B OOTPYHTOBaHHMX JIOMYCTHMHX
3aJIMIIKOBUX KITBKOCTSX, 110 HE MEepPeBHIIYIOTh 5 ppm
ta 50 ppm BianoBigHO. OiHKA TOKCHKOJIOTIYHOTO
NOTEHIlaly IMX J[BOX JOMIIIOK I[IpUBEJCHA Y
KOMIUIEKCHOMY  OibmiorpadiunomMy aHamizi  (JuB.

Monyis 2.4).
iHIIIE He npoBoauu
5. BHCHOBKH 110/10 TOK/TIHIYHOTO ITporunpasuesuil iMyHOTTIOOYITiH IpeICTARIISE COOOKO
BHBUYCHHS IPOAYKT NPUPOJHOTO IMOXOMKEeHHs, skuil nmoHam 30

POKIB 3aCTOCOBYETBCS Y MEIHYHIM INPAKTHI UL
nacuBHO! imMyHonpodinaktukn. Moro Gesmeka Ta
edexTuBHiCTE OyIM JOBeJEH] KIHHIYHEM JIOCBIZIOM
3acTOCyBaHHs Yy JnoJeil. 3a Takux 0OCTaBHH
JIOCHII/PKEHHS] Y TBAPHH HE BBAYKAIOTHCSH JOL(UIHMMH,
OCKIJIBKH OTPHMAaHi pe3yabTaTH HE PO3LIUPATH JaHi
11010 OE3NE€YHOr0 Ta palioOHAJIBHOTO 3aCTOCYBAHHS
JIKapchKOro 3acoly, sKi IMiATBEpDKEH]I KIIHIYHHAM
JIOCBIJIOM 3aCTOCYBaHHSI.

3asBHUK (BJIACHUK
peecTpaniifnoro
MOCBITYCHHS) /nionuc/

KEDRION S.P.A.

(mianuc)

J-p Kapaa Ckaui, KepiBHHK 3 JIOKJIIHIYHOT GapMaKosIorii Ta TOKCHKOJIOrT
(iM’s1, mocaza)

Texem wmamny:

KEJPIOH C.n.A.

bapea — Jlok. Ait Konmi

35051 KACTEJIBBEKKIO ITACKO!JII ¢

[Tpencrapauk 3asiBHHKA

]
JlupexTtop % _
B

TOB «I'emol lirazma» 10.C. ®POJIOBA
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10 [opsaxy npoBeJieHHs eKCIIepTH3H
peecTpaniiHuX MaTeplaiiB Ha JIIKapChKi
3aco0H, 110 1T0JAI0ThCSA Ha IEPHKaBHY
peectpatiio (1epepeecTpaniio), a TaKokK
EKCIICPTU3H MaTepialiB PO BHECCHH
3MiH JI0 peecTpallifHuX MaTepialiin
IPOTSTOM JIii peecTpallifiHoro
IIOCBITYEHHS

(nyuxT 4 po3znimy [V)

3BIT

Npo KJiHIYHe BUIPOOYBaHHA

1. HazBa nikapcekoro 3aco0y (3a
HasBHOCTI - HOMEP
peecTpauiiioro moCBi{4eHHs)

TETAHYC 'AMMA 500 MO/2 mn
TETAHYC 'TAMMA 250 MO/1 ma

2. 3asgBHUK

KEJIPIOH C.IL.A.

JIOKAJIITA AU KOHTI, KACTEJIBBEKKIO
ITACKOJII, 55051 BAPT'A, JIYKKA (JIY), ITAJIIS

3. Bupobnuk

KEJIPIOH C.IT.A.

C.C.7 BIC KM. 19,5 - 80029 CAHT’AHTIMO (HA),
ITAJIIA

4. ITpoBejieH1 1OCIIIIKEHHS:

MW TaK O Hi SKIIO Hi, OOTPYHTYBaTH

1) Tun nikapeskoro 3acody, 3a
SIKMM ITpOBOMIacs adbo
NIAHYETBCS PeeCTparist

Jlikapcbkuit 3acid 3a MTOBHUM JOCHE (ABTOHOMHE
nocee). Meauunuii imynobiosoriuauit nperapar.
Bizgoma aioua peqoBHHA.

(rikapcoruil 30ci, KU 3AKYROBYEMbCs 0C0H0I0,
VROBHOBANCCHOIO HA 30THCHeHH 3aKynigens y cghepi oxopoHu
300p06 'S, He3wledcHo gi0 kpainu gupodnuka) (nyuxm 10.5
po3zoiny V Iopsoxky nposedenns excnepmusu peccmpariinux
mamepianie na nikapcoki 3acodu, jo nooaomses Ha
depoicasny peccmpayiio (nepepeecmpayiio), a maxkodic
excnepmusu Mamepiciic npo enecenns smin 0o
peecmpayiinux mamepianie npomsazom Oii peecmpayitinozo
noceidyenns, sameepoacenozo naxazom Minicmepemsa
oxoponu 300poe'a Yrpainu io 26.08.2005 Ne 426 (3i
sminamuy))

5. [loBHa Ha3Ba KIIHIYHOIO
BUIIPOOYBaHHs, KOJAOBAHHH
HOMEp KJIHIYHOIO
BUIIPOOYBaHHA

Jocnimxenuss  papMakOKiHETHKH  IMYHOTIOOYTIHY
IPOTHIIPABLIEBOTO JIIOJUHU JUIsl BHYTPILTHBOM S30BOTO
BBejienHst kommnanii KEJIPIOH (TETAHYC 'AMMA
250 MO/2 mu; TETAHYC TAMMA 500 MO/2 mu).
Hepangomizopane BiJIKpHTE HEKOHTPOJILOBaHE
jnocimiokenns | dasm  3a ywacTio  370pOBHX
n0OpPOBOJIBILIB.

Kox sunpodysanus: KB043




Bepcis npotokomny BunpoOysanus: 15 sxostrs 2006

6. ®aza KIHIYHOTO
BUIIPOOYBaHHS

®daza l

7. Ilepion 1poBe/ieHHs
KIIHIYHOTO BHIIPOOYBaHHs

Oepesenb 2007 p. — uepsens 2007 p.

8. Kpaiuu, jie npoBoaumocs
KJliHIYHE BHIIPOOYBaHHS

[Tanis

9. KinbKicTh JOCTIKYBaHHX

3aIulaHoBaHa: moHaiMenme 30
(axtuuna: 31 cyd’ext obcrexennit Ta 30 miKoBaHHX

10. Mera Ta BTOpuHHI 11T
KJIIHIYHOTO BHIIPOOYBaHHS

Mera:

IHepsunna:

e JlocaimkeHHS — (hapMaKOKiHETHYHHX  IapaMeTpiB
IMYHOITIOOYIIIHY — NPOTHIIPABIIEBOTO  JIFOJAMHH UL
BHYTPIIIHEOM si30Boro BBesenHs kommnanii KEJIPIOH
(TETAHYC TAMMA 250 MO/2 mm; TETAHYC
I'AMMA 500 MO/2 M) nicnst BBeICHHS OQHIET 103H.

Bmopunni yini:

e JlociiuKeHHS MUTTEBOI Ta BiACTpoYeHO! MicLeBoi
MEPEHOCHMOCTI IiC/sl IePHIOro BHYTPIIIHBOM S30BOTO
BBeJIeHHs Jlikaperkoro 3aco0y TETAHYC TAMMA.

e Ominka MOOIYHUX SABHIN, [0 BHABISIIOTHCH, JUIA
NOPIBHAHHS ~ pe3yNbTaTiB, OTPUMAHHX Ui JIBOX
TKapchbKHX 3ac00iB.

11. Jluzaitn KiniHigHOTO
BUIIPOOYBAHHS

Hepannomizosane BIJIKpHTE HEKOHTPOJILOBAHE
nocimpkenss I daszu 3a yuacti 310poBUX 106pPOBOJIBIIB

12. OcHoBHi KpuTepii
BKJIKOUCHHSI

Kpumepii exknrouennn

1. 3noposi noGpoBonbii HonoBidoi abo KiHOYOT

cTarl.

2. Ocolmu, #AKi B aHamMHe3l MalThb INEPBUHHY
IMyHI3allil0 NpPOTH mpaBust (Tpu  iH’eKIii),
MiATBEPIPKEHY JOKYMEHTAIBHO.

Ocobu, sKI OTpUMaIM OCTaHHIO IH EKIMI0

(5}

IMyHOTJ100yJ1iHY IPOTUITPABIIEBOTO
moHaliMenme 3a 1 pik 10 3aiydeHHs y
BUIIPOOYBaHHS.

4. Bix Big 18 10 55 poxkis.

5. Maca Tisa B Me)kax HOPMH 3TiTHO TPHHHATHX
HOPMaJIbHMX TOKA3HHKIB IHJIEKCY Macu Tina
(IMT).

6. HeratuBuuii pesynpTaT aHamizy KpoBi Ha
naseHicth BUJI Ta Bipycis remarutis A, B ta C

7. Ocobu, 'y  gKHMX  BiACYTHiH  jedinur
IMyHOTTI00YIIiHY A.

8. Ocobu, cripoMokHi HazaTu iHGOPMOBaHY 3roy.




Kpumepii euxniouenns

1. Ocobu, sKi OTpHUMAIM OCTAHHIO iH EKILIO
IMyHOTJIOOY/TiIHY TPOTHIPABLEBOTO MPOTATOM
1 poKy nepej 3ay4eHHsIM y BUIPOOYBAHHS.

2. HemepenocumicTs KpoBi a0 MoXigHUX KpoBi B
aHaMHe3l yepe3 peakIii rinepuyTIMBOCTI micis
3aCTOCYBAHHS TOMOJIOTTYHUX IMYHOTTIOOYIIiHIB.

3. Auiepriuni peaknil 10 Oy/b-SIKOTO KOMIIOHEHTY

Jikapeekoro 3acoby TETAHYC T'AMMA B
aHamuesi (JUB. CKJIaJl JIIKAPCHKOTO 3ac00y).

[epenuBanms kposi abo i HOXiZHUX B aHAMHE3I.
5. AnoMauis reMaToJIOTTUYHHUX IIOKA3HUKIB,

KJIHIYHO 3HAYYINA HA IYMKY JOCII{HHKA.

6. Indexuiiine 3axBoproBanHs B aHaMHe3i (HasBHE
ab0 y HEeTaBHBOMY).

7. Ocobu 3 gedinurom iMmyHOrI00yIiHY A.

8. Tlo3uTHUBHHIL pe3ysbTaT TEeCTy Ha BAriTHICTE.

-2

13. Jocnimxysanuii nikapebkuii
3aci0, crocib 3acTocyBaHHsl,
cuna jui

TETAHYC T'AMMA 250 MO/2 ma — IMyHornodymin
NPOTUIPABIEBUH JIFOJUHU, PO3YMH JUIs 11 eKIiil s
BHYTPIIIHLOM S30BOTO BBE/ICHHS

TETAHYC TAMMA 500 MO/2 mi — Imynorno6ymin
NPOTHUIIPABICBUH JIFOAUHH, PO3YHMH JUIS 1H €KL JUIs
BHYTPIIIHLOM 'SI30BOr0 BBEICHHS

14. IIpenapar nopiBHaHHS, 1034,
croci0 3acrocyBaHHs, CHIa il

He 3actocosro. Ile HepaHI0Mi30BaHe HEKOHTPOIILOBAHE
JIOCIIIKEHHS

15. CynyrHs Teparis

Ilix vac mpoBeneHHs JOCTiMKeHHS He TependadeHa
KOZHa cymyTHs Ttepamis. Cy0’exram, 3anydeHum y
JOCIDKeHHS, MOXe OYTH TNpH3HAYeHa BHKIIOYHO
Teparnis Ui JKyBaHHs FOCTPHX 3aXBOPIOBAHb, sfKa He
BIIMBATHME HA (PapMaKOKIHETHYHI BHMIDIOBAHHS,
Tepamis iIMyHOrIIoOyTiHOM ab0 OyAb-IKHMH iHIIAMH
TIOX1JIHUMH I1JIA3MH BHKJIFOUA€THCS.

16. Kpurepii oninku
eexTHBHOCTI

Dapmakokinemuxa:
®apmakokineTnyni napamerpu: Cmax; tmax; AUCK «;
B; AUCw; t% (o Ta B); CIT; MRT.

17. Kputepii oiinku 6e3nexu

e Heraiina Ta BijicTpoueHa Miciera
IIEPEHOCHMICTh
e lloGiuni sBuima

18. CratucTHuni MmeToau

Omnucosa crarucruka. s BCix (apMakoKiHeTHIHHX
IIAPAMETPIB 3a3HAYallH CEpPeIHE 3HAYCHHS (CEpeiHE).
cranjaptie BuxuieHHs (SD), xoedirient apiamif
(SD/cepenne x 100) ta meniany.

3a pomomoroto U-tecty Manna-Vitni (Mann-Whitney
U-test) nopiBHIOBaIM (papMaKOKiHETHYH] mapaMeTpH y
J00pOBOJILIIB, sKi oTpumyBamu 250 MO ta 500 MO




mikapeekoro 3acody TETAHYC TI'AMMA. 3wuinn
nabopaTOpHUX IIOKA3HUKIB Ta JKHTTEBO BaXKIHBHX
NOKA3HHUKIB MOPIBHIOBAJIN 3 BHKOPHUCTAHHSM
JUCTIEPCIHOrO aHaTi3y 3 MOBTOPHUMHE BUMipIOBAHHAMH
Ta jpo3u Jjikapebkoro 3zacody TETAHYC 'AMMA B
AkocTl paktopy. Bei 3navyenust «p» Oyim BiaKopurosani
JUIs MHOKHHHHX IIOPIBHSIHb METOJIOM BHIIPABJICHHS
bondepomi.

19. Jlemorpadiuni nokaznuku
JIOCIIKYBAHOT Oy TISIIIT
(crars, BiK, paca, TOIIO)

Y nocnipkenni Oyno mpoBegeHo  ckpuminr 31
3J10pOBOTO JI0OPOBOJIBLS €BponeoinHol pacu: 21 ocoda
kiHouoT cTaTi Ta 10 0cib YomoBivoi crari.

30 ocid (20 xinok Ta 10 40oMOBIKIB), cepeaHii BiK SAKHX
CTaHOBUB 36  pOKIB, OTPUMYBIM  JIKYBaHHS
JNOCIIKYBAaHUM JIIKAPCHKHM 3aC000M.

20. Pesynbratu edpextBHOCTI

Pesynomamu docnidsicenns papmaxokinemurxu
BHyTpilnbpoM’A30Be  BBEJIGHHs JIIKAPCHKOTO  3aco0y
TETAHYC T'AMMA 250 MO a6o 500 MO npusseo
N0 CYTTEBOTO TiJBHINCHHS PIBHIB HPOTHIIPABIIEBUX
anTutin (imynornoOyniniB G (IgG)) y cuposatiii Kposi
J100POBOBLIIB I qac JOCIIDKEHHS
(hapMaKOKIHETHYHUX TTAPAMETPIB, MOI0HO JI0 TOTO, SIKE
CIOCTEPIraoch Hicisl BHYTPIITHBEOM I30BOI0 BBEICHHS
antu-D  imynornobyniny (IMYHOPO), i3 cepennim
MRT 782 roamuu Ta cepejHIM KiHIIEBHM I[EpiooM
HaniBBuaaneHHs 506 rojmH.

21. PesynbraTu Oesneku

Y 7 no6poBonbiB (yci wKIHKH) CIOCTEPIraIuCch ICCATh
HECEepPHOZHUX TOOIYHMX SIBHII, SIKi MaJIOHMOBIpHO Oy
[IOB’3aHi 13  3aCTOCYBaHHAM JIKAapCHKOrO  3acofy.
CyTTeBUX 3MIH Yy IKHTTEBO B&XKJIMBHX [OKA3HHKAX
(KpOB’AHMH THCK, 4YacTOTa CEpIEBHX CKOPOYEHb Ta
JMXaHHs, TeMIeparypa Tila Ta TemIeparypa B Micii
in"exnil) He 3adikcoBano. 3a pe3yabTaTaMH PYyTHHHHX
MaboparopHUX — aHaMi3iB, 110 BHKOHYBAJIHCH  JUIA
MOHITOPHHTY GE3ICKH, BHABIEHO JIHINC HE3HAYHE
3HHJKCHHS — CTaTHCTMYHO HE 3Hayylme - piBHIB
reMorjio0iny BHACIIIOK TOBTOPHOTO BiAOOpPY KpOBi.

22. BucHOBOK (3aKJIFOYEHHS )

@apmakoxiHeTHKa Jikapcpkoro 3aco0y TETAHYC
I'AMMA nopibna 10 (apMakoKiHETHKH iHIIHX
IMyHOIIOOYIIIHIB, 10 BBOJATHCA BHYTPILIHEOM’S30BO
Ta y HOAIOHMX KoHueHTpamisx. [logibHo m0 iHmmx
JIKapChKUX 3aco0iB BiMiYaeThCs 3Ha4YHa
BHYTPIIHBOCYD €KTHA Bapiabe/bHICTh, fAKAa YaCTKOBO
MOKe OyTH MOsACHEHA PI3HHIEK MacH Ta BiKy ocodu, y
IBUJIKOCTI  abcopOuil, po3noOmily Ta BHBEICHHS
(emimMiHanii) IMyHOIJ100YJIiHY IIPOTHIIPABLIEBOTO.
BuyTpimmHboM’130Be  BBECHHS JIKApChKOIo 3acoby
TETAHYC I'AMMA He mpu3BOIuTh 0 3HAYHUX 3MiH
KUTTEBO BAXNUIMBUX MTOKA3HUKIB Ta reMaToJIoriynux ado




OIOXIMIYHUX IIapaMeTpiB, a TaKOK HE CIPUYHHSE
3alalibHi peakiii y MICI{i BBEJICHHSI.

3asBHHK (BJIACHHK
peecTpaltiinoro
MIOCBITUCHHS ) /nionuc/

KEDRION S.P.A.

(r1ijtmuc)

-p Paddaene JIi Mapiio. KepiBHHEK TEPalEBTHYHOTO HANPAMKY. IMYHOIOTIT
Ta HEBPOJIOTII, MDKHAPOIHOIO MEAWYHOI'O JTeIapTaMeHTV
(imM’s, mocajia)

Texem wimamny:
KEJ[PIOH C.n.A.
bapea — Jlok. Ait Konmi

35051 KACTEJ/IBBEKKIO ITACKOJII (1Y)
""\;d’vlz)l:f_”a

[IpencraBuuk 3asBHUKA

HupexTop

TOB «I'emollinazman 10.C. ®POJIOBA



Annex 29

to the Procedure for conducting expert
evaluation of registration materials of
medicinal products applied for the state
registration (registration renewal) as well as
expert evaluation of materials on variations
to registration materials during the validity
of registration certificate

(article 4 of section V)

REPORT

on preclinical studies

1. Name of the medicinal product
(number of Marketing Authorization,
if applicable):

TETANUS GAMMA 500 IU/2 ml
TETANUS GAMMA 250 TU/1 ml

1) type of medicinal products under
which the registration has been
performed or is planned to be
performed

Full registration dossier. Medicinal immunobiological
product. Known active substance.

(a medicinal product purchased by an agency authorized to
procure in the field of health care, regardless of the country
of manufacture) (paragraph 10.5 of Section V of the
Procedure for examination of registration materials for
medicinal  products submitted for state registration
(renewal) and examination of materials for changes to
registration materials during the validity of the registration
certificate approved by the order of the Ministry of Health
dated 26.08.2005 Ne 426 (as amended))

2) studies executed

O yes N no if not, provide arguments

2. Pharmacology:

Anti tetanus immunoglobulins are natural products
used in therapy for more than 30 years as passive
immuno prophylaxis. Their safety and efficacy have
been elucidated in humans in a consolidated clinical
experience. In such conditions animal experimentation
is not considered relevant, since it would not basically
contribute to the safe and rational use of the product.

1) primary pharmacodynamics See above
2) secondary pharmacodynamics See above
3) pharmacology of safety .. See above
4) pharmacodynamic i.ntel.‘actions. ; See above

3. Pharmacokinetics:




Being Tetanus Gamma a human protein, animal pharmacokinetics is not relevant. Clinical
pharmacokinetics of Tetanus Gamma was studied in a clinical trial and data are reported and
discussed in the clinical report.

1) analytical methods and reports on See above
their validation

2) absorption See above
3) distribution See above
4) metabolism See above
5) excretion See above
6) pharmacokinetic interactions See above

(preclinical)

7) other pharmacokinetic studies See above

4. Toxicology:

Anti-tetanus immunoglobulins are physiological constituents of the human body. In animals,
single dose toxicity testing is of no relevance since higher doses result in overloading. Repeated
dose toxicity testing and embryo-foetal toxicity studies are impracticable due to induction of, and
interference with antibodies. Since clinical experience provides no hint for such effects,
experimental studies, particularly in heterologous species, are not considered necessary. Tetanus
Gamma has been clinically used for more than 30 years, and its good tolerability in humans is
supported by clinical experience. Moreover, clinical experience with immunoglobulins suggests
that no harmful effects on the course of pregnancy or lactation, or on the foetus and the neonate
are to be expected. Concerning genotoxicity, being the active substance a human protein,
genotoxicity standard tests are not considered applicable.

1) single dose toxicity See above
2) repeated dose toxicity See above
3) genotoxicity: See above
in vitro

in vivo (including additional See above

cvaluation on toxicokinetics)

4) carcinogenicity: _ See above
long-term studies - See above
short-term studies or mediumisterm See above
studies

o



additional studies See above
5) reproductive toxicity and toxic See above
postnatal development exposure:

effects on fertility and early embryonic| See above
development

embryotoxicity See above
prenatal and postnatal toxicity See above
studies in which the medicinal product | See above
is administered to the breed (immature

animals) and/or the long-term effect is

evaluated

6) local tolerance See above
7) additional toxicity studies: See above

immunogenicity (development of
antibodies)

Not performed: Tetanus Gamma has been clinically
used for more than 30 years, and its good tolerability
in humans is supported by clinical experience.

immune toxicity

Not performed: Tetanus Gamma has been clinically
used for more than 30 years, and its good tolerability
in humans is supported by clinical experience.

evaluation of mechanisms of action

Not Applicable: physiological constituents of the
human body.

drug dependence

Not Applicable.

toxicity of metabolites

Not performed: Tetanus Gamma has been clinically
used for 30 years, and its good tolerability in humans
is supported by clinical experience.

toxicity of impurities

The solvent/detergent treatment utilises Tri-n-butyl-
phosphate (TnBP) and Sodium Cholate.

These two components are still present.in the finished
product with the limits respectively of 5-and S0 ppm.
The toxicological potential of these two contaminants
was evaluated by comprehensive . bibliographic
research and discussion (See Module 2.4). i

other

Not performed

o

W,




5. Conclusions of preclinical study

Anti tetanus immunoglobulins are natural products
used in therapy for more than 30 years as passive
immuno prophylaxis. Their safety and efficacy have
been elucidated in humans in a consolidated clinical
experience. In such conditions animal experimentation
is not considered relevant, since it would not basically
contribute to the safe and rational use of the product.

Applicant (Marketing
Authorization
Holder)

KEDRION S.P.A.

o

(signature)

Carla Scali PhD, Preclinical Pharmacol. and Toxicol. Manager

(name, position)



Annex 30

to the Procedure for conducting expert
evaluation of registration materials of
medicinal products applied for the state
registration (registration renewal) as well as
expert evaluation of materials on variations
to registration materials during the validity of
registration certificate

(article 4 of section IV)

REPORT
on clinical studies

1. Name of the medicinal product TETANUS GAMMA 500 1072 ml
{number of Marketing Authorization. TETANUS GAMMA 250 TU/1 mi

n‘ appi;cab!c)

: Applicant 'KEDRION SPA.
|LOCALITA Al CONTI, CASTELVECCHIO PASCOLI,
55051 BARGA, LUCCA (LU), ITALY

3. Manufacturer 'KEDRION S.P.A.

S.5.7 BIS KM. 19.5 - 80029 SANT ANTIMO (NA),

é ITALY

gi Siudies executed: @myes ine i not, provide arguments

B o e A e T T Y

1) type of medicinal products under |Full registration dossier. Medicinal immunobiological
which the registration has been product. Known active substance.
performed or 1s planned to be

chniad {a medicinal produci purchased by an agencv anthorized to
e

procure in the field of health care, regardless of the country of
‘meamifucture) {paragraph 10.5 of Section V of the Procedure
Jor examination of registration materials for medicinal
iproducts  submitted for state registration (renewal) and
excmination of materials for changes to registration materials
during the validity of the registration certificate approved by
the order of the Ministry of Health dated 26.08.2005 Ne 426 (as
amended))

s I ) £ the clinical _Phannacokine(‘ic evaiuzftion of Kedrion human tetanus
. A e immunoglobulin for intramuscular use (TETANUS
study, coded number of clinical study GAMMA 250 IU/2 ml: TETANUS GAMMNIA-500 1U/2
ml). A non randomized, open label’ mn-contmlled. pbase
I study on healthy volunteers. i Vo
Study code: KB043 i \o
Study Protocol Version: 15 Octptier 2006 ik

6. Phase of clinical study Phase 1 L %




/. Period of clinical study

s’gms been performed

9. The number of subjects

|

{

)f the clinical study

1. Design of clinical study

from March 2007 to June 2007

8. The countries where clinical study

iplanned: At Ieaﬁt '30

5{} Purpose and secondary objectives|( Jhjective:

i

i
i
i
i

Ttaly

anarv

j* To evaluate the pharmacokinetic parameters of
;\ednc}n Human  tetanus  immunoglobulin  for
intramuscular use (TETANUS GAMMA 250 1U/2 mi:
TETANUS GAMMA 500 TU/2 ml), following a single
xia 2CT FOﬂ

. Secondar

= To evzﬂuate the immediate and delayed local
‘tolerability following single intramuscular injection of
"?% TANUS GAMMA.

's To evaluate adverse events reporting to compare the
u.x.m obtain from the two products.

t“;fon randomized. open label. non-controlled. phase I study

n healthy volunteers

12. Basic inclusion criteria

1
i
|
i

nclusion Criteria
1. Healthy volunteers, male or female
2. Subjects with a documented history of primary
immunization against tetanus (three injections)
3. Subjects who have received the last administration
of tetanus immunoglobulin at least 1 year before
the enrolment.

4. Age 18 to 535 years

5. Weight within the normal range according to
accepted normal values for the Body Mass Index
(BMI)

6. Negative to blood testing for HIV and Hepatitis
(HAV, HBV, HCV)

7. Subjects with no deficit for immunoglobulin
tﬂIgA:7

8. Capable to provide legally valid informed consent

Exclusion criteria o
[. Subjects who have received the IdSl admims'tr’mon
of tetanus unmtmog]obu!m ‘th!nn 1 year before
the enrolment. _
2. History of mtolerance 10 ‘blood | or b!ood
derivatives due to hypersensxtwny to

iﬁmol{smusxmmun(sﬁﬁhuhm ‘o4




\13. The investigated medicinal

product, method of administration,

i .
plrengin

[14. Reference medicmal product.
re, method of admunistration,

15. Concomtant therapy

i

3. History of allergic response to any of the
components of TETANUS GAMMA (see product
composition).

4. History of blood or blood derivatives
transfusion(s)

5. Abnormality of haematology parameters,
clinically relevant - in the investigator's
judgement.

6. Infectious disease. ongoing or recent history
thereof.

7. Subjects with IgA deficiency
8. Positive test for pregnancy

TETANUS GAMMA 250 IU/2 ml — Human tetanus
immunoglobulin. solution for injection for intramuscular
juse

TETANUS GAMMA 500 TU2 ml - Human tetanus
immunoglobulin. solution for injection for intramuscular
luse

Not Applicable. This 1s a non-randomized non controlled
study

No concomitant therapy were allowed during the study.
To subjects may be prescribed only therapy needed to treat
lacute  disease not affecting the pharmacokinetic
imeasuremems__ 1n particular are excluded therapies with
immunogiobulin or any other plasma derivatives.

SO —

{16. Efficacy evaluation criteria

{ P2
£ arn

iarmacokinetic parameters: Cmax: tmax; AUCK; a; §;
XUC{P i ((1 and B); CIT; MRT.,

teokinet ties:

{
E
i
|
? -
[17. Safety evaluation criteria

e

.1 8. Statistical methods

o Immediate and delayed local tolerability
« Adverse Evenis

Diescriptive statistics. For all pharmacokinetic parameters,
average (mean), standard deviation (SD), coefficient of
variation (SD/mean « 100) and median were reported.
Phanmcokinntics pammeters were compared between
ItJ by the Mann-Whitney U test. ,Changes,m laboratory
parameters and vital signs were compared using analysis
of variance for repeated measures and the dose. of
TETANUS GAMMA as factor. All p values were
corrected  for  multiple  comparisons - accordmg ‘to

A

Bonferroni. _
ot




19, Demographic charactoristics of
the investigated population (gender,
uge, race otc.)

A total of 31 Caucasian, healthy volunteers were screened
in the study: 21 were female and 10 male.

30 subjects (20 female and 10 male) with a mean age of
36 years were treated.

20. Reyulty of efficacy

Pharmacokinetics Results

Intramuscular injection of TETANUS GAMMA  at either
250 or 500 1U, resulted in 2 measurable increase in serum
anti-tetanus IgG levels with the abservation in selected
volunteers of pharmacokinetic parameters similar to those
observed following the intramuscular administration of
anti-D  immunoglobuling (IMMUNORHO), with an
average MRT of 782 hours and an average terminal half-
disappearance time of 506 hours

21. Results on safety

Ten non serious and unlikely related adverse events were
reported in 7 volunteers (all women), No relevant changes
in vital signs (i.e. blood pressure, heart and respiratory
rates and body and local temperature) were recorded. The
routine laboratory tests performed for monitoring safety
did only discover a slight reduction — not statistically
significant — in haemoglobin levels due to repeated blood
sampling.

22. Conclusions

The pharmacokinetics of TETANUS GAMMA is similar
to that of other immunoglobulin products injected
intramuscularly at similar concentrations. As observed
with other products there is however considerable inter-
subjects variability, only partially explained by weight
and gender, in the absorption, distribution and elimination
rates of antitetanus lgG. Intramuscular injection of
TETANUS GAMMA is not associated with significant
changes in vital signs and in - haematological or
biochemical parameters, nor is it associated with

Applicant (Marketing
Authorization Holder)

KEDRION S.P.A.,

Raffacle Di Marzo MD Therapeutic Area Lead

inflammatory reactions at the site of injection.

(sigﬁhldm) " o
, Immunology &
Neurology, Global Medical A fYairs

(name, position)



